WO 97/35971 



1/26 



PCT/AU97/00199 



13 
lu 

in 
m 
■s 1 
•P 

o 

13 

a 
o 




Fig.1 



SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



- 2/26 



A SI 

Bclw MATPASTPbT RALVADFVGY 

Bclw-Rox MATPASTPDT RALVADFVGY 



Bclw DEFETRFRRT FSDLAAQLHV 

Bclw-Rox DEFETRFRRT F S DIiAAQLHV 



Bclw VFGAALCAES VNKEMEPLVG 

Bclw-Rox VFGAALCAES VNKEMEPLVG 



Bclw Y^DGALEEAR RLREGNWASV 

Bclw-Rox ARVREMEEEA EKLKELQNEV 

Bclw-Rox I YVGNVD YGA TAEELEAHFH 

Bclw-Rox ESVRTSLALD ESLFRGRQIK 

Bclw-Rox NSSRSRFYSG FNSRPRGRIY 



Fig-Ui) 



SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



- 3/26 



KLRQKGY VCG 
KLRQKGY VCG 



AGPGEGPAAD PLHQAMRAAG 
AGPGEGPAAD PLHQAMRAAG 

S2 



E 



S3 



QVQDWMVAYL ETRLADWIHS SGGWAEFTAL 



QVQDWMVAYL ETRLADWIHS SGGWELEAIK 



50 
50 



TPGSAQQRFT QVSDELFQGG PNWGRLVAFF 100 
TPGSAQQRFT QVSDELFQGG PNWGRLVAFF 100 



150 
150 



RTVLTGAVAL GALVTVGAFF ASK* 193 

EKQMNMSPPP GNAGPVIMSL EEKMEADARS 2 00 

GCGSVNRVTI LCDKFSGHPK GFAYIEFSDK 250 

VIPKRTNRPG ISTTDRGFPR SRYRARTTNY 3 00 



RGRARATSWY SPY* 



333 



Fig. 1(H) 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 PCT/AU97/00199 



4/26 




SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



5/26 



3.7 




J774 
P388D1 
RAW309Cr 
RAW 264.7 

3MES/RAF 

LYH7 

BAF3 

W274 

W265 

W3BD- 

FDC-P1 

FD/Bcl-2 

416B 

W112.1 

W105.7 

EL4.1 
YAC1 

W404.1 
ABLS8.1 



Fig. 3 



SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



6/26 




WO 97/35971 PCT/AU97/00199 



7/26 





Fig. 5A 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU9 7/00 199 



8/26 



B6.2.16BW2 



DEXAMETHASONE 




-m— Bcl-wB4 
Bcl-wD9 



— o- Bcl-X L 
-~- CONTROL 




WO 97/35971 



PCT/AU97/00199 



- 9/26 



ANTI - CD95 




DAYS 

—m— Bcl-wD3B5 
Bcl-wF4 
Bcl-2C1 
Bcl-X L 

-*- CONTROL 

y- IRRADIATION 




Fig.5C 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



10/26 



Sftpl 
Tcra 
Bclw 
Gja3 



H □ 
H □ 

59 62 



□ 



□ 
□ 
□ 



□ 
□ 



□ 
□ 



□ 
□ 
□ 



□ 



8 



0 1 



1 0 



14 
O 



A 



Sftpl 



10q22-q23 



7.7 



0.6 
0.7 



Tcra 
Bclw 
Gja3 



14q11.2 
13 



Fig. 6 



SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



- 11/26 




Fig. 7B 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



12/26 



PCT/AU97/00199 



13/26 


14/26 


15/26 


16/26 



Fig. 8 



SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



BC12 

Bclx L 

Bclw 

Ced9 



13/26 



SI 



I VZ ^ 77777777?, l V//7////A>'. 

MAHAGRTGYD NR ; E I MM K Y I H Y^S.Q-R'G>Y'EW 

'///, ■<////////, v/^//////, 
MSQS N&EL-tfVDFLS ^R-L'SQKGY<SW 

. MATPASAPD T^AL^ADFVG ^R^RQKGY;VC 

D IEGF>WDYFT HKI RQNGMEW 



Bak 
Bax 



MASG 



Bcl2 
Bclx L 
Bclw 
Ced9 



ASRDPVARTS PLQTPAAPGA AAGPAL . . 
PSWH.LADSP AVNGATGHSS SLDARE . . 



Bak 
Bax 
Bik 



FRSYVFYRHQ QE&£AE&VAA PADP^MVTL^ 
. . . . ALLLQG FI^DRA^RMG GEAi^ALDP^ 



Bcl2 
Bclx L 
Bclw 
CED9 



S2 



IjT S QIjKI TrL, 



F 

GT^YQS 



FCEQELAV^ 



T 



VEE-lI'ERDG;. V 



7/, 



VNEL'ERDGj. V 



RISFSL|YQDg VRTVGNAQTD 



GS^QQRliTQ| SDEI®J2GGj. P 



Fig.8(i) 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



- 14/26 

DAGDVGAAPP GAAPAPGI FS SQPGHTPHTA 6 0 

SQFSDVEENR TEAPEGTESE METPSAINGN 54 

GAGPGE 35 

99 

QGP^PPR^EC qEPALPSASE EQVAQDTEEV 3 4 

MdSsGE^PR SgGPTS'SEQI MKTG 2 3 



BH3 



NH1 



.SPVPPVV HL- 
.VIPMAAV KQAI^REA^ 



E%E LR>Y JIIa 



. GPAADPL 



„ ^^..^y^lxr/.hi \.-.c< u Aviv -i. 

HEM.M§VMC|T IgE K^HAENfJE T 



113 
107 
63 
132 



LQPSSTMGQV GRQgAI^^INRRYDSEggr 
VPQDASTKKL SEOL^rWdELDS . . NME.L]QJR 

jJACTGDEMD 

X ■<s/ss/s//s. 

A A 



BH1 



▼ TT T 

JM^VE^WRE; 

.'t/CAE;S^N-RE; 
QCPMSY&RLI GLISgGGtFVA AKMME^. .;E) 




V 
A 
A 



95 
78 



165 
158 
114 
190 



Fig. 8(H) 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



- 15/26 



Bak 
Bax 




S3 



Bcl2 
Bclx L 
Bclw 
Ced9 

Bak 
Bax 



vx^W T ;™ L ,WMTE^KNRH 



||qgq*|rnlfv ytslfiktri 



:DHTW?X<' 



* 




^EPW;I;QENG0 



RNNJPCEHNRS 



Bcl2 

Bclx L 

Bclw 



DFSWLSLKTL LSLAL . VGAC 
RKGQERFNRW 
EGNWASVRTV 



pTL^ 

FLTGMTVAGV pLL-||SLFS 
LTGAVALGAL ^"t ~ 



FAS 



i AYLc fi 



Bak G|P ILN^LVVLGV ^LgQFV^§ 

jwQT^TXFVAG ^CTASLT : p^ 



Bax 



TPT 



Fig. 8 (Hi) 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



- 16/26 



BH2 



-WA#VE'K:Y;G 



;W!D T^F V E-IjY G 



. . . PSMRPLF 
. . . NNAAAES 
D GALEEARRLR 



MVAALN^GN 
WDGLLSYFG 

22 



4£ .&A&HVYQHG 

s \ 

A 



Jvi>KALCTK 



146 
12 8 



2 10 
203 
163 
218 

185 
166 



23 9 
233 
193 



FFKS 
KMG 



211 
192 



Fig.8(iv) 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



17/26 



a 
m 

m 

m 
m 
m 



18/26 



19/26 



a 
m 

a 
m 
a 



20/26 



21/26 



Fig. 9A 



SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



18/26 



ATG GCG ACC CCA GCC TCG GCC CCA GAC 
Met Ala Thr Pro Ala Ser Ala Pro Asp 
1 5 

TTT GTA GGT TAT AAG CTG AGG CAG AAG 
Phe Val Gly Tyr Lys Leu Arg Gin Lys 

20 25 

CCC GGG GAG GGC CCA GCA GCT GAC CCG 
Pro Gly Glu Gly Pro Ala Ala Asp Pro 
35 40 

GCT GGA GAT GAG TTC GAG ACC CGC TTC 
Ala Gly Asp Glu Phe Glu Thr Arg Phe 
50 55 

GCG GCT CAG CTG CAT GTG ACC CCA GGC 
Ala Ala Gin Leu His Val Thr Pro Gly 
65 70 

CAG GTC TCC GAC GAA CTT TTT CAA GGG 
Gin Val Ser Asp Glu Leu Phe Gin Gly 

85 



GTA GCC TTC TTT CTC TTT GGG GCT GCA 
Val Ala Phe Phe Leu Phe Gly Ala Ala 

100 105 



Fig.9A(i) 

SUBSmUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



19/26 



ACA CGG GCT CTG GTG GCA GAC 48 
Thr Arg Ala Leu Val Ala Asp 
10 15 

GGT TAT GTC TGT GGA GCT GGC 96 
Gly Tyr Val Cys Gly Ala Gly 

30 

CTG CAC CAA GCC ATG CGG GCA 144 
Leu His Gin Ala Met Arg Ala 

45 

CGG CGC ACC TTC TCT GAT CTG 192 
Arg Arg Thr Phe Ser Asp Leu 
60 

TCA GCC CAG CAA CGC TTC ACC 240 
Ser Ala Gin Gin Arg Phe Thr 
75 80 

GGC CCC AAC TGG GGC CGC CTT 2 88 
Gly Pro Asn Trp Gly Arg Leu 
90 95 

CTG TGT GCT GAG AGT GTA AAC 336 
Leu Cys Ala Glu Ser Val Asn 

110 



Fig.9A(ii) 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



20/26 



PCT/AU97/00199 



AAG GAG ATG 
Lys Glu Met 
115 

TAC CTG GAG 
Tyr Leu Glu 
130 

GCG GAG TTC 
Ala Glu Phe 
145 

CGT CTG CGG 
Arg Leu Arg 



GCC GTG GCA 
Ala Val Ala 

AAG TGA A 
Lys * 



GAA CCA CTG 
Glu Pro Leu 



ACG CGG CTG 
Thr Arg Leu 

ACA GCT CTA 
Thr Ala Leu 
150 

GAG GGG AAC 
Glu Gly Asn 
165 

CTG GGG GCC 
Leu Gly Ala 
180 



GTG GGA CAA 
Val Gly Gin 
120 

GTC GAC TGG 
Val Asp Trp 
135 

TAC GGG GAC 
Tyr Gly Asp 

TGG GCA TCA 
Trp Ala Ser 



CTG GTA ACT 
Leu Val Thr 
185 



Fig.9A(iii) 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



21/26 



PCT/AU97/00199 



GTG CAG GAG 
Val Gin Glu 



ATC CAC AGC 
lie His Ser 
140 

GGG GCC CTG 
Gly Ala Leu 
155 

GTG AGG ACA 
Val Arg Thr 
170 

GTA GGG GCC 
Val Gly Ala 



TGG ATG GTG 
Trp Met Val 
125 

AGT GGG GGC 
Ser Gly Gly 



GAG GAG GCG 
Glu Glu Ala 



GTG CTG ACG 
Val Leu Thr 
175 

TTT TTT GCT 
Phe Phe Ala 
190 



GCC 3 84 
Ala 



TGG 432 
Trp 

CGG 4 8 0 

Arg 

160 

GGG 528 
Gly 

AGC 576 
Ser 



583 



Fig.9A(iv) 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



22/26 



a 

in 

m 



23/26 



24/26 



a 
m 

a 
m 

Q 



25/26 



26/26 



Fig.9B 



SUBS ™TESHffr(RULE26) 



WO 97/35971 



PCT/AU97/00199 



23/26 



ATG CCG ACC CCA GCC TCA ACC CCA GAC 
Met Pro Thr Pro Ala Ser Thr Pro Asp 
1 5 



TTT GTA GGC TAT AGG CTG AGG CAG AAG 
Phe Val Gly Tyr Arg Leu Arg Gin Lys 

20 25 



CCT GGG GAA GGC CCA GCC GCC GAC CCG 
Pro Gly Glu Gly Pro Ala Ala Asp Pro 
35 40 

GCT GGA GAC GAG TTT GAG ACC CGT TTC 
Ala Gly Asp Glu Phe Glu Thr Arg Phe 
50 55 

GCC GCT CAG CTG CAC GTG ACC CCA GGC 
Ala Ala Gin Leu His Val Thr Pro Gly 
65 70 



CAG GTT TCC GAC GAA CTT TTC CAA GGG 
Gin Val Ser Asp Glu Leu Phe Gin Gly 

85 



GTG GCA TTC TTT GTC TTT GGG GCT GCC 
Val Ala Phe Phe Val Phe Gly Ala Ala 

100 105 



Fig.9B(i) 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



24/26 



ACA CGC GCT CTA GTG GCT GAC 4 8 
Thr Arg Ala Leu Val Ala Asp 
10 15 

GGT TAT GTC TGT GGA GCT GGG 96 
Gly Tyr Val Cys Gly Ala Gly 

30 

CTG CAC CAA GCC ATG CGG GCT 144 
Leu His Gin Ala Met Arg Ala 

45 

CGC CGC ACC TTC TCT GAC CTG 192 
Arg Arg Thr Phe Ser Asp Leu 
60 

TCA GCC CAG CAA CGC TTC ACC 240 
Ser Ala Gin Gin Arg Phe Thr 
75 80 

GGC CCT AAC TGG GGC CGT CTT 2 88 
Gly Pro Asn Trp Gly Arg Leu 
90 95 

CTG TGT GCT GAG AGT GTC AAC 33 6 
Leu Cys Ala Glu Ser Val Asn 

110 



Fig.9B(ii) 



SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



25/26 



PCT/AU97/00199 



AAA GAA ATG 
Lys Glu Met 
115 

TAC CTG GAG 
Tyr Leu Glu 
130 

GCG GAC TTC 
Ala Asp Phe 
145 

CGT CTG CGG 
Arg Leu Arg 

GCC GTG GCA 
Ala Val Ala 



AAG TG 
Lys 



GAG CCT TTG 
Glu Pro Leu 



ACA CGT CTG 
Thr Arg Leu 

ACA GCT CTA 
Thr Ala Leu 
150 

GAG GGC AAC 
Glu Gly Asn 
165 

CTG GGG GCC 
Leu Gly Ala 
180 



GTG GGA CAA 
Val Gly Gin 
120 

GTC GAC TGG 
Ala Asp Trp 
135 

TAC GGG GAC 
Tyr Gly Asp 

TGG GCA TGA 
Trp Ala * 

CTG GTA ACT 
Leu Val Thr 
185 



Fig. 9B(iii) 

SUBSTITUTE SHEET (RULE 26) 



WO 97/35971 



PCT/AU97/00199 



26/26 



GTC CAG GAT TGG ATC GTG GCC 3 84 
Val Gin Asp Trp lie Val Ala 
125 



ATC CAC AGC AGT GGC GGC TGG 432 
lie His Ser Ser Gly Gly Trp 
140 



GGG GCC CTG GAG GAC GCA CGG 480 
Gly Ala Leu Glu Asp Ala Arg 
155 160 

GTG AGC ACA GTG GTG ACG GGG 52 8 
Val Ser Thr Val Val Thr Gly 
170 175 

GTA GGG GCC TTT TTT GCT AGC 576 
Val Gly Ala Phe Phe Ala Ser 

190 



582 

i 



Fig.9B(iv) 

SUBSTITUTE SHEET (RULE 26) 



atg gcg acc cca gcc teg gec cca gac aca egg get ctg gtg gca gac 48 
Met Ala Thr Pro Ala Ser Ala Pro Asp Thr Arg Ala Leu Val Ala Asp 
15 10 15 

ttt gta ggt tat aag ctg agg cag aag ggt tat gtc tgt gga get ggc 9 6 
Phe Val Gly Tyr Lys Leu Arg Gin Lys Gly Tyr Val Cys Gly Ala Gly 
20 25 30 

ccc ggg gag ggc cca gca get gac ccg ctg cac caa gcc atg egg gca 144 
Pro Gly Glu Gly Pro Ala Ala Asp Pro Leu His Gin Ala Met Arg Ala 
35 40 45 



get gga gat gag ttc gag acc cgc ttc egg cgc acc ttc tct gat ctg 
Ala Gly Asp Glu Phe Glu Thr Arg Phe Arg Arg Thr Phe Ser Asp Leu 



50 55 60 



192 



gcg get cag ctg cat gtg acc cca ggc tea gcc cag caa cgc ttc acc 240 
Ala Ala Gin Leu His Val Thr Pro Gly Ser Ala Gin Gin Arg Phe Thr 
65 70 75 80 

cag gtc tec gac gaa ctt ttt caa ggg ggc ccc aac tgg ggc cgc ctt 2 88 
Gin Val Ser Asp Glu Leu Phe Gin Gly Gly Pro Asn Trp Gly Arg Leu 

85 90 95 

gta gcc ttc ttt gtc ttt ggg get gca ctg tgt get gag agt gtc aac 336 
Val Ala Phe Phe Val Phe Gly Ala Ala Leu Cys Ala Glu Ser Val Asn 
100 105 110 

aag gag atg gaa cca ctg gtg gga caa gtg cag gag tgg atg gtg gcc 3 84 
Lys Glu Met Glu Pro Leu Val Gly Gin Val Gin Glu Trp Met Val Ala 
115 120 125 

tac ctg gag acg egg ctg get gac tgg ate cac age agt ggg ggc tgg 432 
Tyr Leu Glu Thr Arg Leu Ala Asp Trp lie His Ser Ser Gly Gly Trp 
130 135 140 

gcg gag ttc aca get eta tac ggg gac ggg gcc ctg gag gag gcg egg 4 80 
Ala Glu Phe Thr Ala Leu Tyr Gly Asp Gly Ala Leu Glu Glu Ala Arg 
145 150 155 160 

cgt ctg egg gag ggg aac tgg gca tea gtg agg aca gtg ctg acg ggg 528 
Arg Leu Arg Glu Gly Asn Trp Ala Ser Val Arg Thr Val Leu Thr Gly 
165 170 175 

gcc gtg gca ctg ggg gcc ctg gta act gta ggg gcc ttt ttt get age 576 
Ala Val Ala Leu Gly Ala Leu Val Thr Val Gly Ala Phe Phe Ala Ser 
180 185 190 

aag tgaa 5 83 

Lys 



Figure 9A 



atg gcg acc cca gcc tea acc cca gac aca egg get eta gtg get gac 4 8 
Met Ala Thr Pro Ala Ser Thr Pro Asp Thr Arg Ala Leu Val Ala Asp 

15 10 15 

ttt gta ggc tat agg ctg agg cag aag ggt tat gtc tgt gga get ggc 96 
Phe Val Gly Tyr Arg Leu Arg Gin Lys Gly Tyr Val Cys Gly Ala Gly 
20 25 30 

cct ggg gaa ggc cca gcc gcc gac ccg ctg cac caa gcc atg egg get 144 
Pro Gly Glu Gly Pro Ala Ala Asp Pro Leu His Gin Ala Met Arg Ala 
35 40 45 

get gga gac gag ttt gag acc cgt ttc cgc cgc acc ttc tct gac ctg 192 
Ala Gly Asp Glu Phe Glu Thr Arg Phe Arg Arg Thr Phe Ser Asp Leu 
50 55 60 

gcc get cag eta cac gtg acc cca ggc tea gcc cag caa cgc ttc acc 240 
Ala Ala Gin Leu His Val Thr Pro Gly Ser Ala Gin Gin Arg Phe Thr 
65 70 75 80 

cag gtt tec gac gaa ctt ttc caa ggg ggc cct aac tgg ggc cgt ctt 2 88 
Gin Val Ser Asp Glu Leu Phe Gin Gly Gly Pro Asn Trp Gly Arg Leu 

85 90 95 

gtg gca ttc ttt gtc ttt ggg get gcc ctg tgt get gag agt gtc aac 336 
Val Ala Phe Phe Val Phe Gly Ala Ala Leu Cys Ala Glu Ser Val Asn 
100 105 110 

aaa gaa atg gag cct ttg gtg gga caa gtg cag gat tgg atg gtg gcc 3 84 
Lys Glu Met Glu Pro Leu Val Gly Gin Val Gin Asp Trp Met Val Ala 
115 120 125 

tac ctg gag aca cgt ctg get gac tgg ate cac age agt ggc ggc tgg 4 32 
Tyr Leu Glu Thr Arg Leu Ala Asp Trp lie His Ser Ser Gly Gly Trp 
130 135 140 

gcg gag ttc aca get eta tac ggg gac ggg gcc ctg gag gag gca egg 4 80 
Ala Glu Phe Thr Ala Leu Tyr Gly Asp Gly Ala Leu Glu Glu Ala Arg 
145 150 155 160 

cgt ctg egg gag ggg aac tgg gca tea gtg agg aca gtg ctg acg ggg 528 
Arg Leu Arg Glu Gly Asn Trp Ala Ser Val Arg Thr Val Leu Thr Gly 
165 170 175 



gcc gtg gca ctg ggg gcc ctg gta act gta ggg gcc ttt ttt get age 5 76 
Ala Val Ala Leu Gly Ala Leu Val Thr Val Gly Ala Phe Phe Ala Ser 
180 185 190 

aag tga 5 82 
Lys 



Figure 9B 



Bclw MATPASTF 
Bclw-Rox MATPASTF 



SI 

DT KALVADFVGY KLRQKGYVCG AGPGEGPAAD PLHQAMRAAG 5 0 

DT RALVADFVGY KLRQKGVVCG AGPGEGPAAD PLHQAMRAAG 5 0 



S2 



Bclw DEFETRFRRT FSDLAAQLHV TPGSAQQR 



Bclw-Rox DEFETRFRRT FSDLAAQLHV TPGSAQQRFT QVSDELFQGG PHWGRLVAFF 10 0 



FT QVSDELFQGG PNWGRLVAFF 10 0 



S3 



Bclw V FG? ALCAES VNKEMEPLVG QVQDWMVAYL ETRLAEWIHS SGG WABFTAL 15 0 

Bclw-Rox VFG^ ALCAES VNKEMEPLVG QVQDWMVAYL ETRLA qWIHS SGGvj ELEAIK 15 0 



Bclw Y^DGALEEAR RLREGNWASV RTVLTGAVAL GALVTVGAFF ASK * 19 3 

ISclw-Rox ARVREMEEEA EKLKELQNEV EKQMNMSPPP GNAGPVIMSL EEKMEADARS 2 0 0 



iclw-Rox IYVGNVDYGA TAEELEAHFH GCGSVNRVTI IiCDKFSGHPK GFAYIEFSDK 2 5 0 



= Bclw-Rox ESVRTSLALD ESLFRGRQIK VIPKRTNRPG ISTTDRGFPR SRYRARTTNY 3 0 0 



i Bclw-Rox NSSRSRFYSG FNSRPRGRIY RGRARATSWY SPY* 



3 3 3 




o 1 



o 
m 
m 
m 

m 

m 
•F 

i 

a 
m 
a 
*s 
a 




I J774 
P388D1 
RAW 309Cr 
RAW 264.7 
3MES/RAF 
LYH7 
BAF3 
W274 
I W265 
^ W3BD- 
FDC-P1 
FD/Bcl-2 

41 6B 
W112.1 
W105.7 

EL4.1 
YAC1 
W404.1 
ABLS8.1 



3 



Figure 3 





Days 



Sf.pl * □ □ ■ 

Tan ■ □ ■ □ 

Bdw mo ■ □ 

Gjal U □ ■ □ 

59 62 3 8 



14 




□ ■ □■ 

□ ■ □■ 

■ □ 

0 1 1 0 



FIGURE 6 



SI 



Bcl2 MAHAGRTGY 

Bclx t MS 

BclW . MATPASAFlD 



D NraElfflMKYIH 

khelBvdfls 

D tBalRaDFVG 



cs 




DAGDVGAAPP GAAPAPGIFS 
5QFSDVEENR TEAPEGTESE 
GAGPGE 



50 
35 



Ba'K 
Eax 



, MASG QGPgPPRlEC |EPAI<P|A5E 
Md"sGe|1e>R jgOGPTSgSEQI 



24 

IS 



Bel2 SQPGHTPHTA ASKDPVSHTS PLQTPAAPGA AAGPAL SPVPPVV 

Bclx u METPSAINGN PSYJfl.LADSP AVNGATGHSS SLDARE VIPMAAV 

BclW GPAADPL 



93 
86 
42 



Bafc EQVAQDTEEV FRSYVPYHHQ QE^AEBVAA PAD^^VTrl 



LQPSSTMGQV 
VPQDASTKKL 




■ 3 ft 

§AIK@SS INRP.YDSEFQ 




TMLQHLQPTA 
NMELfl RglAAVD 




T aSPRjg MFFRV RADMFSDGN F 



S3 BJ12 




u|esvBke 



PF. 


— 


SP 


UV 


DN 


KE 


a 


QV 




SR 


PIE 


M 


EP 


:.v 


GQ 



1li A i HVY Q HGLTGFLG Q VTRFVV 
^USW^F^FY ^'ASl Kgy^KAL CTKVPELIRT IMGWTLjj 






1 


V 


▼ 




▼ 




Bcl2 N 


G«U 


DA 




UP 




1 


.... PSMRPE, 


Bclx L W 


GCjV- 


DT 


F 


VE 






.... NMAAAE 


Pclw S 


OGI-. 


AE 


I 


TA 






DGALEEAPRL 



9AYLG H 



Bak RGr.G W V A A L 13 L GW 
Bay. QGGWOGLLSY FG 



>4 



WFLTGMTVAG VVLlffiSLFSR 



T V tiTGAVALGA LVTvfiAFFAS 



74 
59 



142 
135 
91 

123 
105 



191 
184 

140 

173 
154 



239 
233 
193 



G FILNVLV Vt.0 VVI.LaQ FVVK RFFKS 211 
— — — — — — — ft 

KKMG. 192 



TP TW gTV'TIPVA GVLTASLTI W 



Figure 8 



Ulnaar] Mt oft HbcLw.Stq ch«ekt 1*12 fro*.t 74 tot (SI 
Bcl-v fequince 

Modlfl«d by Oca - tiumao ■aqucnc* 

J«nu*:y 4, 19)« 2W5» 

ATOCCCACCCCAGCCrCGGCCCCAOACWCACGGGCTCTCGlGGCAGACTrTGTAGG'ITAT 
14 < + , < f , . UJ 

VACCXICTCIXarWGAtKCaiKOTCrtnCTOCCC^CACCACCCTCTCAJJlCArCCAAJA 



D T R A • I 



a o r v o t 



MCCTGAOGCJUiMGGGTTAIOTCrarCGAGCICOCCCCCGCCAGGaCCCAGCAGCTGAC 

134 1 » ► « » » JJJ 

TTCCACTCCOtCrTCCCAATACACACACCTCCACCCGGGCCeCTCeCCCGrCGTCGACTG 



KlRDKCYVCGAGfGEGfAAD 

eXGCIGCACCAAacCATGCGaCOAGCTQGAGATGMStTCGAGACCCOCTTCCOGCGCACC 



GGCGACG^&TrCGGrACCCCCOTCGACCICTACICAACCTCTGGnCCAAOGSCOCGTGC 

PLIIflAMRAACOEFETRrRRT 

TTCTCTCATCTGOCGaCTCACSCTaCATOTCACCCIACCCTCAGCCCAOCAACaCITCACX: 



-- 2J1 



1H ~-t 



4 J1J 



AAGAGACTAGACCGCCGAGTCGACCrACACf GGGCrCCGAGTCGSCTCGrTGCGAAGTGO 

FSDLAAQLHVrrSSAQORrT 

CAGGTCTCCGACGAACTTtTICAAGGGCGCCCCAACTGGGGCCGCCTTGTAGCCTTCTrT 



314 



— » » — J11 



GlCCAGAGGCIGCTrGAAAAAGlTCCCCGOOGCiTGACCCCGGCGGAACATCGCAACAAA 

QVSDELrQGGPHKGALVArr 

GICITTXJCCGCTaCACTGTCTOCIGAGASTGTCAACAAGGAGAlGGAACCACTCCTGGOA 

3) 4 » t » < 1 — _ <33 

CAGAAACGCCGACGTGACACAC<SACTCTCACAGTTGTTCCTCTAC(rrTGG?GACCACCCT 



CAACTGCAGGAGTGGAT0G1QGCCTACCTGGACACGCCGCTGGCTGACTGGATCCACAGC 

CTTCAC«OCTCACCrACCA.CCaGATeGACCtCTGCGCCOACCGACT(WCCTACOTGTCG 

OVgBHKVAYLLTRLAOHIHS - 

AcrCKGIKSCTGOGCOGAOTrCWCAGCTCTATACGGGGACGOGGCCCTGOAGGACGKiCGG 

4)4 < 1 + » 1— 55J 

TCACCCCCGACCOGCCTCAACiatCCAGMATGCCCCTGCCCOGGOACCICCrCCGCGCC 

5GGHACrTAt.1GDGAtEEAR 

GGTCTDCGCWiGGGCAACTGOGCATCAGTGAGCACAGTGCiaACGGGGaCCGrGGCACTG 

554 f 4 ■. » ♦ (U 

GCAGACCCCCTCCCCTTGACCCGTAGrCAC1CCTBTCACGACTGCCCCCGGCACC«TCAC 

RLRCGNWA5VATVLTGAVAL 

GGGOCOCTCGtAACrSIAGGaOCCTTmTGCIAGCAAGTGAA 

«14 ► » ► f til 

CCCCGGGACCATIGACATCCCCGGAAAAAACQATCGTTCACTT 



T V G A 



Figure 9A 
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